REMARKS 

Thss Rc'spousc js to the Office- AcU>i\ dated Maicr 24 2010 (^'Oitl^e Actioii'"^ it i«! 

adJeJ A lo\vrr.<.c and icconsidcjaLor oi the a^p iCixtion n \ies\ ot L ic e .cr .a ^^ 

r espeettell y requested. 

Claims arc rejected under 35 USC §101 as t»llegedl) being directed xa not- 

'!tatiito»'v su"}]ect mpttcr %r tca-^ons of ^cord Faiticuimly. the Lxammer ajiS^ertb ti<it the 
tTnt.na«,4 use o* ihe cells would mclude cells xn heiran^: that would be rr integral ana trscpaxt'Dk' 
p-^ be ! i 1 X u t I c F\<?i vi to VtPFr ^i^O"^ m\C asserts ■'J -^t m cc *bt vqA^ 
enbr^i^t U ti^ umcb tnom, thc\ arv. nM-M^^ito-^ sut tti ^ r^^ Aij^ic-r^s 

respecttuOv traverse ihisrejceticn. 

A t^crnatiual v occurring manufacture or tomposU on oi niai*ei is odtentabk subicct 
matter MPEF §2105 (cning Diamond v Chakiab^v. 447 U.S. 303 (1980)) ^^ith respeci lo 
.nsuitiorii LnoKmg a human bemg, it is only \vhc« "'the Dioadcit reasoaabie mteipietdtjoa of 
the cIanT<?d in-ven tioi as a ^hole encom ynabses a hiimar) being" tha^ a rcject^or unde. CSC 

pUc£ c^pt-ChilK iib \vt that me fc\-^?iii ict has nn«!i DpLed ^; 10 diiu tre p ohi'ntioi 
a?.i!rs<- pa*esUui^. 'ii man bcx^^gs 1* *s on ^ <?i ^en *hc invention ent onpass.es *he hu.'^^n beirg that 
t JS nonsti'aio^> subject -natter However, v^hen tlie invention is encompas&ed by tlie hunun 
bi^wg It can be patentable snbja:t matter Otherwise, by the Examiner's lope, couni<^s& 
ru*pbers of imcntioiii!. would be noni«tatutor> subject matter For example, a cbermcal 
composition adnii itsteicd into i huji m beina *^at mtegrate5> mto the eel's vtoald be tio'ibtatt tcr\ 
bi!r>!e4.t r t%.' n ^ ^ \-.svT.i. i> \ojk \ d\"'tal x-'\p'r n f A \t,p ik,^ j u N ^ t> i 
vioald be . JtiU i> -> li. cv„ i^ttct ■^^ the ^xannc n hu^ v * t" ^ tics;, v ■! ^ 
patentaKv snnjtt,* 'nattt'- hii<\ i;,. 

Ciauns 19 t^rc au cctcd endothelial wlit., pioa ^.ea bv a metioc vijieieir tLe 
tniiothdiai t cl s v,«naprisc a retroviru<5 e^pies^ing PTN ihese cells aie nonnatirady occuiiing 
cells Ihes^, ccl!» do not en«.ompas>s d human heait, bimpH st^^ted, the broadest reasonable 
mteipraat\* i <-hcse c'aims docs rot encop^fjass h^m^^ bemg because a human beu^g ij> more 
tPan lust cncoiiehal ^,el^ Avcordipglv, tticsc (.e'h are pat^^mablc subject niattei uncer ^01 in 
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hght of the fotcganig. Applicants ieNpeciiullv lequest ioconsKieiutani and v^nhdravvai ot this 
retection, 

Haveman.jo a % low .■>1 Sou*5ou i-r 8»>d Fuxs erv *'/ £// for sca^^ons orrccoid The F^a^ivic. 
asscsts tha; one ol oidit^arv iktll m the ait could, upon leading havcniann e! al Souttou cif ai , 
and Powers ai. reavoaably conclude that plejotrophin (PTK) may be used for inducmg 
differentmlitn of monocyttc ceils to endothelial cells. 

!n usiponvc to A^ophcant^ p^oiois a e tnients toe "^Xtun^.^ei re»>pojd^ witj the 

he jsed wne . djltefeiitiat ironocvtiv lcJ& to e'n'othehal <.ei \ .jikI a<>-eris thdt oje '^eed oniv 
provide FTh to the monocytes and observe the corresponding effect ' The Pxam^ner argues^ that 
VHGF and hQ¥ art species \Tkitbin the same genus that embracessj PTN and Ihui, OT>e of ordinary 
skdl 511 ih^ art woyJd reawnably concede that VFGF and FOF arc examples oi and icfer to odier 
angiogenic growth factors The Fxammer iliithcr ar^cs that PI N was* known to be involved in 
growth and dsffcJCi^tjatK)^ and cites Deuel ei al and Pi'fe .'t af The Txarincr addmotnLv 
zTf^wci, t \bX Il»v^.rr;n^ ef a dl^vlo^e>i t le L u s.l„ top lv^^t o ■! u k ' e i ^u H ex a>.id 
coris*iuct for geae tbe^ap^ wneicKi the voastrtKt comp.i&Ci. Oii etfc^tos gene [1025], tic etkcto^ 
ger^e bcii^^ a ^owth factor [0047], the i^rowth factor including PTN |0074| The Examnc. 
ast'st.ns that only knowledge wttliin the le've! of ordmary skill at the tu?K the claimed ntventJon 
was ipade wi& tukcn mto account and no itnperfnigsibie hmd^ght v^&h c\c'\:ised The Fxammc 
firally maimams that "one cannot show nonobviou«!ncs!s b> attackirg lotc v.^ ls v d xidialW 
wncre the re^ect\>ns Lre ba->ed on eombni<ihons of rs-fcteneos " AoplkdrN ^ pe^"i iv ia%erbe 
thti, detection 

In dett,nni! rig vviii.t»>os a (.Usnioc* unonUon s pnMu tai.u ob\ oua> iic rxAminer Us J>t 
not use jmpcmiiSMbIc bm^iglit, ^ather ' the contciit of the pnor att mi be deternuncd at the 
ame the mention is made ' MPFP ^}?I4i OMUl^ Additionally " m detennmmg *hc t^iiferencei 
between the paoi ait ard the flairs, the qcestioi is not whviiei the Jifiereiues ihcniscKes 
would h>^" he.M ol>^ ^ at \ vtiiv tbc veined ii\<n m ^ >i v. v > i \- 

ohvioi^s* \iVi ^i^r.4l' cnipiiasis sn orsjuia' (v.n}n^ Strati, ks ik v \ v..o j ii , C ^ ?p 
id.x'Oi^vXl Ci 19ii^) K'rhci distdhiiuai nvcntiondow i lo tht, *g>>,t oi 'thnist ot 
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an nvcnt on disiegaids the reqancnect ol andi\73rsg the subiect irattcr q whole Ktorec>\e^ 
'tic '^ing tht -dv ntdge at, the . . cniwn disregaxds st.nutorv equ' cnient that the 'mentio.i bt. 

-^dd uou/lv 1r pij t ^.v' that lokrvnccs can &e conbncd Oi ^f-^o l Otc;'^ lo 'w. d... 'ht 
jesiul ant combination ob\ tous inle$i» the ''esuiti would have i*ou\ prct^ct<ble *o oae of o.du-'diy 
<^kAi m tlid art " Mi^FP ^2143 01 1 citin g KSR Intematioiial Co \ I ekfex In c . 550 H S 3%, 82 
USPQ2d 13S5 (200'^» As such, a "feai>onabl« expectation o'" success is ^cQured" MHP 
(J2 Funhemore, a patei^t cannot be rehed upon to t'le exte t that the cooe ot jts 

svitja,^ M^Rk & Co \ i5t.uatt LaDctatonci. , 874 J 2o S04, .01 S. Q2J 1^4 - ^Fcd C r) ce^* 
clemuL m li S <>75 (1989)) 

The cpmb^ natioi of I f ave nann et a! >yith , ^outtou , g f ^ and Pow ers g/ g/ simpropt.r 
Fisst Applit^ts respectfully remind the Examiner that Applnsants are mi merely 
attack Tfg ofcrenccs irdividuailv^ ApphL&nt disagreeing \<'ith the Fxasn^ne^-'s c"-cnsoug 

■^efcruivC^ irivl VK aalA ^^ '^t. -v' i^-^ .s(.d vonib rauons o te'cr^r^v wojIjK 

ozsQd 'H a "}e.r.ise iia < ' d xid a <c^cicrcc ndccd tc::che^ what ddvgcc by t..e 
^xJn}1 cr Uov\e\i? . whtr e f\an)in<.r grronioy^ly mtespreted a pnor an rctercncc, «.id 
'he crroncoi irtcrpietdt.on ib providing the \ asis and/or rationale for obvioust^e&s, then *)v 
attucktng the Fxaminer'. erroneous nterprelaticn, ApphcanL6 are also showing that tlic 
con bmat on of the :^nor an wouM not be prope and *1 us, would mt render the c^ajTsed 
inventi on obvious . 

Appl'canv-^" allien .iientKr is diTvUcd to ^ rittliod oi ansdifferentiating d 
cell into a t" dotheh<f>i ce'l bv t aisduc ng the monocytic cell with a rcnoviru- expressing PTN 
to thus ax^iiic d'\ mcteast. Hie cxprejfSion ot PTN and mduce the transdifleicnt ation of the 
iroijocstic ccl into *hc cnaotbel«'il cell, tnd an endothehai cell } reduced by tl js metl od ^1 e 
Exarn. ei n n^t nOv lose sight hc \cr h invention as a wh>le , eg . the monocytic cO\ \ 
naj\sdi(,ed vn^ ti^e retioxuuv expressing PTN to nduce transd^tfcrcntiation oi the inonoc}'tiC 
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cell %nio tre endovhelial eel!, would '7C obvioi" m hghi of the coi^bmatsoa of Ha\e.iiajm €t at 
W3th bonttoii etiil and Powers et a!. 

A^pplsc^nt^ 'c-jeLUalW bnu th<K the bxaii mcr na^ >c ^ ^.o ^lic -il e^i c ^ te' as a 
vxloiL ldtho% Fx'-^^Tine. has Lx->ked at x\bet»icj th^ v'-ikivTs^s be ^co.-s t>iL- clai'ned 
.no. tjii a?d prci would have been obv ous This « evjdeiit hi tiie LxaiTUiK 
reieeimas as discussed beiow. 

//fa emanfi et al does nqi teac h the u se of FTN to differentmie 
mom&vtte cells tmo endofh ebal celh 

< nclhoc* 0 tuvv^ r\i>K ■< Oc.^ ^.k. luoer wit t a ui^^ ^.^.ijfs.de , 

^10 pholmcs, J>*.o' pids ^ nJ g os\u fa^^ors for esdothehal ^nd \itm. s ' 1 1 <. 
rie^boL t&ng '^he transduction of a retiovirus exprcssmg PIN into the .Boaocvtx cell to 
inmsdilieFentiate the monocytic cell inio Jsn etidothehal edl 

First, the Exammer has eimi by focusing on t^s djfeencc rather than tocustng on tnc 
snvsntjoii as a whole. 

ti.,<} ..Hs I [ 5%ei 'n tf u ia\e ndr'. ^ .s.vi.nbs.^ 7k ! ou- v A Ij^it r a onon k v\>5 vcl's 
ji di.. u "e!*"!* ("TiOii vonc tiTs ot giPj^l o-s'dcs pLosph'^^h^iios, iihi.M ^-jjjs and i_rfn> t.'s !<-v'OiS 
f.'5 ynaotLeL&l «.<.i!s One ot ordjuaiv skiSl m the art would appreciate dial these diffeieriiatAT 
conditions* asc differerst &om using one growth factor, particuiarly PTK, to mdiice difTorentiation. 
(See DeciarAtion of Rama Natarajan, Ph D,. •'14.) Applicants aljio remind the Exairiner that the 
actual vx^mitles sn Havi-maiin et ai do not mclude PTN in Hs culture medta for dtffei'cntiat.on 
Ibui, a gemal discio^me ot cultunj %, co K ivjci d'tfcitrnai o.j co k Ujo is oo^s -> * equate 'o ? 
disclosare that PTN can be used te trvst itf!.r>.T *^a'o -riLnri^Mic celK into orooine.iai ;^See 
\ '^wij ir LK\!c" vMcn-^ ^ M \s ub, H ^r^n. (to ?s mn reasonably teach the use of PTN 
ioi Crieiexitrdnrg mosiocvtic ceils into endothehas cells. 
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Huyema in itaf s d'u hiur<. of { he u\e of a Mr al \(<to t aiicf ^outtou et > h^chuiie o f P'^y 
hcn g art angiogLn<.c factor do mt lead one of o'li'mv i shli w ^'u ^.t^f to co^hbtre the re fer f'n^e^ 

Iiv ^xai-- jriv-r *hcr c tcs to '!t\ema,ii < a ^ <! o-iuc iv^^^Kt^^:. o o i 
\<K ^ "W^ki XTi. o rrlooks the 1 ioMha? r viiitVii^ 'sJ-,o ffe 1 is 

eiiouJ) rtr.v js n t \o ^Oiitext ot Lxirg to ><.ne the eiiL-othe'sal Le.i ssxpr^jss. a builogJCi. 1v act \e 
proJein 5,0 that the protein may elfcct a therapy There xs no Ujsdosure or jsuggeist'on that t!ie 
ceiH are ti<3ttSffectcd with a biologically active protem to tramdifkrent'ate the 4,eli inix. an 
endothelial cell e"videnced h\ "NaUirdjan Declc>^at'on ^15 o"ie ot or^iinarv skill n the an 

lit io\ u-is v.\pr^«:N ^ I G.ologiio I> active -"--^ i t <.rcnua c '^-^i. n^o vi, >^'i. t-v, j it <,! 
>.>i<lK^ no) aKe! sach, one of ord.n > ^^iH it the an n ^jia t ot 'ok to it or '/ at **? 
dist.iosu't ot PT\ ben% an angiogenic tactor L\en wit!^ the dtfeclosuic bv Sout ou et , one or 
ordirary 'ikill m the drt woyld not be led u> contemplate t^ie use ot PTN in a Viral vector to cflcct 
t.ai SL.iilerentiation of a moiioc^tsc cell mto an endotheiial ceil (Sec Kstarajan Declaration 
'^'^ji';-.6 ) farther wi*^hoat a n-asonable ijyggeshon of using PTN to induce differentiatioti of 
rii t oovtK N I w I '"i u hd\ e 'i<^!. 1 V b\ ous to tiaiisduce a monocytic cell with a retiovirus 

1 -i^ 5: \d? -i u ' ^ i '^apnivv. t -e u5<)i.iObv-^<^ ^-v Du ci et ul at id P'Uc f < «i \\ ^ Det ei 
er al rote^ ti<?* ?T\ ui\ohe<i m tlilfereniiatioti of gual progeiitor cc is. Deuel er J does, rot 
teach PTN as bang mvoH^ m differentiatson of monocytes Deuel ^^if aJ suggest that PTN is an 
angiogenic factor thdt promotes lumor angiogenesis Pufe et al does not teach tliat PIK is 
involved in differentiation, Pnfe et al. suggests that PTN promotes replication of monocvies. 
(SceNata»a'"in Dcv cMt'^ti r 1" ) AJ^'^^i^ca^ri^ nc\e T'^i' pjttigijph [0074] of IlsvenKuin ci al. 
(cited by the Exarainer) i? in the context of growth factors ov^ghl be suu^ible for inclu:5ion in 
^^»^ culture media and not directed to the growth factor that is encoded b v the eiTcctor gene. 

Th:C Hxiuniner's timber citation to Powers et al.^ for its alleged leachuig that PTN has 
autocrine and paracrine stimulatory activities in cells expressing botli PTN and PTN receptor, 
neitlier rectifies the inappropriate combination of Havemann et al with Souttou et aL, nor adds 
to the rationale of how the combination of Havemam et al., Souttou et al and Powers et al. can 
render the claimed invention obvious. Powers el al. discloses tliat anaplastic lymphoma kinase 
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can tbnction a;; a P TN receptor. Powers et a!, makes no rccDgnition of PIN as being useful tbr 
JifYVreiiiiaticm, let alone for differemiatioa of a iTtonocyte into an etidothelial cell. Accordingly, 
fhcie no miJiivaUon to combine the Havemann et ai and SoiUtim ei aL teachings with Powers 

ei al. 

" bo \j'rf ro', ■^^ th c-rorcous a>sumpUons. cherry picbng part cuiai <lij,doisures usi ig 
riipennisaib.e hiiidvSight a id combining them m a way that docs not iea.M nably tlo\s f\om the 
combined teaca<ng of Ha\emaiift ct a! at d Souttou al Appbcams understand each of the 
h xainmer\ allegattou$ and assumptions. However, die Examinei'"s 4llegat5ons md nitionak for 
the re]eoiK>n each rc^t on a faj Ity premsis-c 

. i'p n r OP e! $'ie os - a-^ a \^hc]c \%ojle Tenv'er ii o.'-'v v u-, r-^ -\ 
FIN m a aionoc>t c cell. Iheie s..>iply no ^^uggestun by tl e prior a^t of uci rd to on*- of 
oidtnary skil in the art, e\eii taking a to account the inferences and creative steps th*t oio of 
ordsnaty skill would have employed, to transduce a monocytic cell with PTN in order to etVect 
t sn>diffcrcntiation i f the m\. nocytic cell into at^ endothelial cell 

The resulis yi'onki nol ha y he en p eiiicta He u ^uj 
the cw Quidnot ha 'e h < <, i \in c\;'t£'u^i ' •<> \,h as-^ 
^ppl c.'5n*s maintata that the i^VvU it tlx leiereiicej* oai be comHned, v^hich AppKcunl;> dc 
not concede t^-ould be app opnate. the mere fact that diey can be combined does not rendei the 
combination obvious becaa^te the result would so| have been predictable to one of o -dmary dUil 
m the art rnO ihere would not be a 'I'easonabk expectation of success" by one of ordmaiy skill n 
the art Irt'ood tl^c u .i..^ st.x> ^los no* shosvr th. . ( re ot f I' \ io --k ' n he ^iit woi* d tlrd 
that a Oj^rt i.jt!. ^oli 'c^ opT^sci. sr enaothohal ) ti<vi"^^.Hxo<J wr. . 't,t.o\ jus vH.nc-iSu,^- 
PFN uoiil<* Hi) ^..nsaiiiofvin vite me aHMocyti 1 nto v efdotiic.uli ^oi. \^ 

discussed t.i:)o\e, t^aveuain a al made ro md cation of w'jich oi tiic 'one ot moie of 
ganghossdes, phovpholipsds, glycohpids and giowth tactors for endotMial celb'" is responsible 
fbi d.fftrent a tion of the mononuclear cells into endotliebal-hke cells. In its examples, onl> 
VFG" apd H GF \'e^ added m the culicre media (Havemanr ef <il , paragiaphs 02-7-02 ;0 ) 
SsWLif li d os\.!' 1 t ^ag-CH PIN ,s a uu^cKnt > inr v<'t'i,t Tlius ' ^\<.tu d '\\ 

i-i . ofk.- \ .'udxtabio to ore of oidsna^y skd !h the ajt that PFK flone cas* nv\.co 
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tiansditkamjation ot d rumo^y >c s.c'1 nto an eiidotbeUa! tell s\iien tonidutcsJ mto the vC I 
(See Natm-asfm declaration *;il9j 

O s V t V ) I ! O l U is O . V > 5 ' * K 

m m s i t ^ s ^1 r i ^ \ wvik dtUcvbv i> n t ^ » ■) I H ' 

Chini 3 lb rcjcaed under U S C ^iO^(a> bemg ufipatentab\ o\er i^a\cr>8nT» al 
Mcvv o SoiUtoii e( <•! ard Pcwers t-r al . \ applied to cl^^ims I anc* K siz/^rti aiid in torthe 

Pivic'-N t d/ ^.wli the '•>.n'0\i3us c\p-ci,Mor \tcioi to be a b^cisnomc {eUovjtu^ anJ L>e 
hxaiT>ner contended that Kume i^j; «/ tau^t the u^e of bicisrron c rctros ^ml lectori, cont^iumg a 
maiker gene (e g , green fiuo.e&cent protein) ! bus. the hxaxTsmer concUUeci th.ii it vvouid hue 
Deen obSxOU' to ope of oiduiaj> <tkill m the art to subst]ti\e the tetrovsial expixsssioi \KCtor bv 
" ax esTuir a t a/ ^^ th a DiLi&rroBic jetroviral expres&toa as taught by Kume *>/ ^^/ Ap|)hcA«it-. 

AppbcantS M b n ! V ^.(i -Jbl Mt CT oU'.v Ui SoUttOU£f£// P<m ^ f, 

iina v>ou\i n>n '■erdvr ciaun > obvious lor JI iCd'ioas dis.cu'ssed above the 

comNuiation of Havtmann ft Smtioa ei al and Pfmers ef ul would not sx^ndcr c'a n i 
ot>v{oi>i. becau'^c, among o*hei things (1) one of ordinary hkiU m ttie ait ^^ould not latcipict 
Ha\emrnn t^* ai m tbc manner mterpieted b> th«. Exam ii&r, \2) one of ordmarv L in the ait 
wodd not OiT ptne t Kse teachings and (3) there is po predictabslit> or lea^onable expectation ot 
6Uv-cei>s for le 'arsdbceu aioaocvt<c Cvll to tanNd»f\\cntiv.*^e mto <m endoihehal tell brscd on 
the con u '^i «. m i t(.jX ns * ui i i. m-> ^ n ^ \ ! ul bs. b\ j'^v. a'^ *re 

dctCx^i n<ai u3i Oi ob\50 ^li-Hs ot tiie cLrn ai->o t^"s.ei mu) a^comf, a^ou^ othcs t^'iing-^, IV 
otcdKtabibt> tha^ a irionotytic t.cU trsi^duced \^'t!'^ a letrovirus exprc«>s*ng PTN would 
n iisdit>eieraatc into an cndotlKhal cell and the <;aire reasonable e\peciation ot {sccc<?s Snce 
thcK s no T ed ctabitU\ cvd no easonab'e e\pev.*at!on < * si c*.ess fioni the (.onb'^'noi cf i'c 

1 5 ^ ?J i N {<. U i \U ^ ^ It 1, ' -1 1% ( 

i. 1 t'^k v> pcv I (.n o suct^ess iiii tl 0 t, »viib liaUtin ni 111 \v, iids r > t ? \^ f 

t< <.if hid S.«rK ^iLUMiuh \pplitanK do joi i.on;.e k {h.it !t is piop*.! to vonhau Kiime 
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(il. with I lavesTiaTm et. «/., Soatiou et ai., and Powers et a!. In li^it of the foregoing, Applicants 
rcspectfi-illy request reconsideration and withdrawal of this rejection under §i 05(a). 

5 ! ? cvK,rv*v -i"^ " ; 0^ Ki^ ->tr 5 g u.i-ja'-entiiblc over isa^erfi^rir a/ 

p \ V I ?L\%i.rsi iid KiLTie a'^ arpiad to ckxTi^t I, i and 1 vrr". 

anC ' 3 f ui'ii. \icvi oi Pute c^/, iiov^ett ct ai a:id bi> anu ct al Hie Fxarciner conceded tl at 
neither Havcmarn ei al , Souttou et al , Powers U ul , nor Kume t'/ ii/ te&dh tlie monocyte*? to be 
TliP-l monocytes Kowevci, die Exdtnsner co«tendv.d that TliP-\ cells src taugbt bs Puie 
.■^s ^nng "v^vpon ne to PIN stimdat'or, b> ^-^o%\ett «/ as ^etrg usefll *ot impsan^-atmsi and b> 
s (? ' )e ' . L > b e 1 b Hi u c ' lu \ '~h>.^ ^{ma.^ Loncii.<'ei' 

^^'>L i -^A^^ Oi.K,*\ tnn nu to >. i c ■^f t d ^ ^ *-k iJ tno to ^dhstiL its; . *ir<.t 
I un o -jude » H not^'^R s ss tauj*^ l[H(.fiiu ii i wiih <. i>(Con(^ ^"'■ioUK'vt.c ccJ 
(''pet 'ic. 11> I riP taiight d> ''uie «/ Appisca'^ti, rospcct^aJy traverse th's icjection 

A-^pI csn &gm& sju^spea and s»ubmir th4t JCume <?/ was errofieousiy applied to the 
ie?e*,tion oi clam 4 The Exaxnncr has applied Kume al to -eject claim 3; however claim 4 
dv>es I o*- depend * om claim ^ As such. Kume &l dou not appear to be 4 ppl cab^e to c ^ rr 4 
\\ -> t \ u 4.*^ i C'Mo t, Ul ^ 1 c !. al i ^ s m t 1 

*"j e u lib OP ol !ia%v^ f S > to" ■•'^ i->>\'--tTs 'ii 'xu'^ie <7 o t/ </ 

<,)mbnaion t)f Havemarn t?/ SoivttoiJ <?r at and Powt^rs u «/ woutd not repd«.r cbni 1 
on^ ous betai<;c among other thtngs., (l) one of ordii ar> »ki1l in the art would not h tcrprvt 
Ha\ emanr al m the niainicr interpreted by the Examiner, (2) one of ordinary &i li in the art 
xno R'^r v.*. n^Hre ±ese \athngs and t'^) there no pxcdtctabil t\ oi rca«!onable ex«ectat.or of 

file co^ lb li '01 S 'iL.e vli'm - tepv idi t'-uTn ciara \ it wouul ^srnila i\ no o u jh<v 'he 
detenniraiio 1 o* ob\!0isneb<5 ol the c^ajm also requires among otiier th ngs, the ptedictabiity 
tnat .no.ioL\tn, tell transduced wtth a retro%srus expre«t mg PTTv. would tra sditferemiate into 
<vi encfo^bcl al ccf and the same reasonable expectation oi s.Bceess S nee there is no 
predictabiJn^ tind ro xeaj»onaMe expectation of success fiom the combination of Havemanr ct 
al Sounou c* il ajid Pov^ers. et al tlieie will u>t be aT>> predtctabuity or -reasonable 
expcctat^or Oi sacceb<^ ioi t'le com&mation of Ht vxmann a ul Souttoii et ai Powers ct a! , Kumt 
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<i aL, Pufc <i al., Howclt et ai. and Eslatrsi al; aUhough Applicants do not concede that it is 
proper to combine Kume eta!.. Pufc er ai., Howett et ai and Esianii ei ai with Havemaim el «/., 
^outtou <.; . / , jnd Pov.ers a ai hx light of the foregoing- Applicants rcspeetflUly request 
rcoTiSidcration and vvuhdra\^al of this rejection under § 103(a), 

ClairA 12 5S rejected under 35 U.S.C, lQ3(a) as being urtpatCDtabie o\er Havemai^n <■-/ ai. 
in view of Souttou et al. Powers m ai> Kume et si, Piife ei al, Howett et al and Hslatni et a!, as 
applied to Claims 1, 3-4 asd H supra^ mid in ibsther view of Kawamoto et al for reasons of 
record. Particularly, the Examiner asserts that Kawamoto et at. tauj^t in vnx) ti-aiispIaiitatioB of 
endotbehiil frogt;nii<-r ceils ob\riried ii^m-a -M" .zc] isolated tissue comprising 

endothelial cells that had transdslTerentiated fiern =^0:0 Tnyuonuclear oelK in vtvo. Applicant.^ 
respectfully traverse this rejection. 

It appears the Examiner has mistakenly applied Kume et ai^ Pufe et ai. and Howeti et ai 
to claim 12 because claim 12 is only dependent on claim I. Clariticatioti from the Examinei- is 
requested. Regardless, Applicants submit tiiat the combination of Bavemsim et al, SouUou et 
al. Powers a al, Kume et ai , Pufc et al, and Howett et ai does not ret^der obvious the use of a 
ren-nviriis eKpres^ing FTN 10 induce differentiation of the monocytic cells Oihs c-id'-^hc^',!' a-V.h 
as di:^cut^^^ec in dciad abs^vc Thu>. the a>mbin;UK5n including Ka\va5nt>ti> .d. Joe- ii'V- ;onder tt 
ob\5ous ti< tlr«t transduce a retroMais cxprcoS'Ug PTN -uto fhe Pionoovric oel! to induce 
difiere'itiation into an endotlielial cells and then aiiow tiic differentiation to occui- in vivo. In 
light of the above. Applicants respectfully request reconsideration and withdrawal of this 
re|ectien under §1 93(a), 

('Knn'=; 5 ai'^d 13 i;l<^n(J .no -.s.nra^i !5 and iS arc uevsls rt.;ec'cd uki ^^ I S ^ ' 103(a) as 
btnig unpr.tntahle (»ver ILnxmana et ai la view of Souttou c/ u! anc Fox^c^^ a a' tcr '■casons 
of record. Applicants respectfully traverse Ifos rejection. 

A51 discussed abo%e. Hha combination of Havemann ei «/„ Souttou et ai and Powers et ai 
does not remler olnious a method of transdifferentiating a monocytic ceil into an endoti-ieiial cell 
by transducing the monocytic ceil viith a retrovirus expressing FTN. Accordingly, ttjr the san^c 
reasons, Haseinann ct ai . Souttou ef ai and Powers et al does not render obvious an isolated 
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endothdial cell produced by the same metliod. Appiicajits therefore respectfully teqaesl 
reconsideralkffi md withdrawal of this rejection under §103(a). 

Claim 7 staids and claim 16 is nevsly rejected under 35 U.S.C. lOBia) a? being 
. np^'sO^tSab 0 Isaxcr^^nn " ,J vien o S.^jUou ei ai arsd P^n\ois '-i ai , as applied to 
clams 5, !\ i5. AvJ \ii iu/vv. and ni forthcr -view of Rujre et ai for reasor.s ot sccoia 
Akpplscdnts respet-tfullv traserse this rejection 

App! csnts submit that the cotnbmatjon of Ha\e3i3ann et ai, Soattou ei u/„ Powcis ai 
apd Ku'ne it a' woi^Id not render clan's *? or cUim \6 obvusu*;. \s disctiised above, the 
con^^ ^"f'o 1 oM ; <. ^ ' nets et il \\ould not render daixn 5, 13 or 

I> cbvioa jfCvvi * ^ ju i ro cHv^l'- ob\ioiis c n cthoc o* tiaiiisdiffesentiatiag a 

monocV'*, ^ei nic *.nc'c> I cl d ^cF b\ *ransancjg txia .r^O'i ^^.vtjc 1 s\'th >3 ietKn^^'a^. 
expressing P i \' and therefore \\ouid not render obvous an isolated endothelia cell produced by 
the s.ame mtjthod Smce claims 7 and 16 depend from claims 5 aiid 15, respectively, all the 
afoicinentioned ieAsOii^ apply md it would similarly not be obvioijs as the determinatson of 
uHsaousne-ss of t^^e cU:m also requires, anong othei thmgs, the predictability that a moroc>'tic 
ce!i tian&dwtJ <.-5ti i <,t o\' si^ "\ \^<i.iid U ^nsds'iei annate .lUc an er<.o{boj<l 

ceM, arc '■I c ^aa c tvi<? i^bie expc^Mv oi ot NU>.ccsi> bmcc t'leie ro predictaKl'tv ariG iio 
.eason^S'e x.\pn.fat'or suci^<.sn ?■^>^l the combmation of H iven^tu.n m uI , Souttoj et ai and 
Powe.i, it ai . tbc.e x\ 11 ^oi be ai^> predictability or reasonable expectation of success for the 
combination of Havemann et ai Souttou et al . Powers et al and Kume a at', although 
Applicants co not concede that it h pxoper to combine Ivusne et a! w:tb Havemmm et ai,. 
Souttou cf ci , tnd Fov^erfe et ai In light of the foregoing. Applicants •respectfully re^vte^it 
leconsideiat'or and vntbdrawal of this "ejection under §lCB(a) 

C. 1 ^ ^t ids t.iairi W IS nc\sl\ jck^>.cj I'oJer ^5 I b C ix>3(a) being 
unpatentable u\e. H<nen-:ann et <?/ in v'o\\ o1 Souttou et al Pcn^ers et i i aad Kurne ei ai a,s 
app led to chmib 5. 1 3 15-16 and I S smra, aiid m further view of Pute et al , Howett et al., 
and Lsl h^s ^ ' ^<?r p^sors oi record Applicants respectfolly travesrst, this mws.tion. 

\p'- c ,n,s j>_ <i 1 bUispect and submit that Kumc ct ai was cnoneoi s \ applied ro the 
reicction of CiS^iP 5s The fcxariiner has applied Kume ct at lo reject c*air.i "'^ however, claim 8 
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does noi depena tiovr cU^m 7 As such, Kirae et ul does not appear *o be appbcdble *o v^'a^in 8 
Alf'ioarK i-'^n'-equestdijnficatio'a regarding K lime Noucthekss ^ppUcirtb t-i'bm t hat 
V e LO.ii^n.' c'l 0-=^ K^'^viai . ^ S t >a f\>\t'^ t / K>^ni^ < Pd^v <' 

I I )u 1 ^ < \o net ludt' c t T I ^ of^xioj X'^ ( f-^. 's^tu .'ho\o t 

li n .Of o h veUv^-'n ^oiuto i et al and Powe ^ t ai s\cald -^i-i sews, oiduu 5 

i)os it set. iu»e, among other thirgs., thee would "lot be any TfidbonaDle cxpecuuon o* success 
Smce claim S depends Irom claim 5, it would similarly not be obvjous as tlie determuititioH of 
obviousntss of the claim also requires, among other things, the predictability that a monoc>tic 
ce'l tTan<>dut.ed wlh a reirov.rus cxprcs^ng PTN uould naaisdiffcrcntiatc ?rto ar endothelial cell 
tjp < ^j-';. n.'Sk>ibk ).Niva<, 0 N V ^ ^ <, lico is -no prelut.h.M^ a^'^u no 
i^,^<;u ' bit i.\ '!<^L-*aliO^ ct •^^ivtt,-N t -s Lie ^ \ " v"!ii M Haseiuairi Sot loa v , .ird 

5\^\\v.5'^ 4 t'l. t \\i> bo an-" preJit^obj U\ oj reasonable evpectation ci ^siscce^s* toi the 
con^^indtjo.i liaverna.i.i ct at Souttou et al Powers et at . Kiune et al , Pufe ct al » Howeit et 
ai and Eslami et al , although Applicants do not concede that it is proper to combine Kume et 
al , Pufe Ktd ^ I !ow«tt et al and Eslami et al with Raveaiani^ et al , Souttou et al , and P«wers 
t ' a/ In hght of rbe fortgomg, Appbcat^ts respectfull> request rea>nsideraron and wilhdi^wal of 
this n^ectiog under 

Claim 19 is rejected under 35 U.S.G. iQ3(a) as being unpatentable et al 

in view of Soiittou et al , Powers €i uL, Kume et ai^ Pufe al , Howeit ai, ?jnd F'^laras it aK 
as applied cUims 5, 7-8 13, and 15-18 y«pra, and m further view of Kawamoto era/ forrcasons 
of record. Particularly, the Examiner implies that Havetnaim ct al discloses that genetically 
srodifled nxmocMes transdiffawtiatc the monocytes if to endoShchal cells Appbcanis 
rt?pocttuilv u-averae rnis reiecnon. 

Con lo t^e I\aniiiici's staianems, Haveirann a al docs not Tiakc «nv dischKSUJC^ 
that &enetio:^ll> modified monocytes traisdifferentiate into endothelial cells. Tlius, the 
Examiner's ^-easomng that one of ordmary skill m the art would have substituted the in vitro 
ti'anjidiiTerentiation step with an m ^ivn transdifferentiation stq^, based on this erroneous 
assumption, is i\' v \: Ii-v l\,iTnisiL'. apn^a.-, lo equate proliferation of erUv^tlu-l^ lo.k \'isis 
iransditferemuitinr ^ivt)e''vK- hb is Mn-:t)l> niconect, Pufe 3t al's tcAK.hiv^ is,gi)iang ie 
ability of PTN to enhance pvohfetation o*" endothelial cells does not etiuate to PTN's ability to 
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induce transdifTcrcntiatior of monocjteij into endothelial cells. None of the references cited by 
iif F\Tn-nes teaches the lise of PTN to transdiflereatsate n\onoc>1cs into endothdia! cc^h 

\'x->i.;. ..its sdfMn!' t t vhc ^or ^ .-^ ^ ^ \sor'i c a n \ c^^ ot Sv"^^'tou '</ 

t^p "s.-i<> tv'^ i.!.'ce d "^e^entsation ^i iim ric^rocviK K rtc tnaoS (.'iJ ce K >.'s 

fls^cy^sea in (ktaJ OiUv**, tlie coffibuidtiuji mcladiiig Kawainoto a' docs not icndcr it 

obvious to 'irst transduce a retrovirus expressing FfN into ihe monocytic ceil to induce 
dilierentsation into an endothsHal cell aisd then allovv tlie differentiation to occ?s: in vivo^ In hght 
o^lhe sbo\'e, Apphcants lespect&iiy request reconsideration and withdrawal of this re^ect^an 

■\1 i,^ L.i.rs .en!..!K\jg >p the' >.>h<.ai OiC nov> bd'e^ca sO be aUo\%able 
. > o ik a is!i c ;t .\ No i<,e o <nit.e <iie eaniesf ) Jvited If tor any reason 

Examiner nrxls the apphcation otlier tliaii m condition for aliowimce. Examiner is reijue^ted to 
cai! (he urxdersigned attorney at the Los Angeies, telephone number (213) 633-6800 to discuss the 
steps necessary for plaeing the applicataon in condition for aUowanee, 

Respectfully suhnmied, 

Behrooz Shanfi m al 

DAVIS WRIGHT TREMAINB LLP 

-y / .-../ 

tu-^da B, Tiaonj I i,^ 
Registration No 5o,46i 

^()5 Soutb Figucrod Street Suite 2400 
Los ^\ngo\>s CA ^)uo 17-2566 
Phone: o33-{>800 
Facsmiiie: ^^L"?) 633-6899 
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